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m m » 

[0001] tt, ^n^r— WJx flg£fe£te**!U IVSiTVA^ 5 — tt^A 

m-r-<<. mm. ^^mm^mmmtmm^tix^mm^s-12574^ 
[0003] je^s ^tbh^m^m^^^T—^mmtim^t^Mh^tt^x^, r. 

[0005] #3i§PJ!#£>te, ^^n^ T -v?(DM^t:^Pl««m^J^»Wi-^<^W^bfe 
^(la)T*ie£*l£tel^(OT, ^k^^r(±)-DHM2EQj^#-t-^o ) 
LPS(y^#»:lipopolysaccharide) iZ^mmi^tc^tiy r —^(Dmmt^< 

[0006] -T^t>*>. ^BJ3 ^#^^^a7T-^tt^^Pa*-r^)PJ.^Jtt, TIBO-j^ 
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(D 



[0007] R 1 te7kmffi>tttcnC2—4<DT/l'Jjy4/l'mX*&><9. TA'XM/l'&bLXtt 

[0008] R 2 «TIEo^:(A)d^(G)<z)v N-f tvd>-e^$nss-e*>5o 




O OH OMe 6 

(A) (B) (O (D) 




(E) (F) (G) 

[0009] R 8 ttCl— 4(DT/l'*r;l'&X»hy , T/^/VS^bTf*. ,*^vH^ x^S, 

[0010] t$t % mflB^^f*(±)-DHM2EQ (TfEOiSUa)) *fcttTIEO*(lb)-e*$tl, 
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Mk3] 



Wb4] 




[0011] ^M^#S^^n^r-^tt^«rPl*i-<5|Ja*^lii> rWr-^ffi 

[0012] tWB&ffeS«\ ^m^^&HI-^OTfcoT^v^, ^;v^<omVk\zM 
[0013] *fc, ^K^#5^^a^ r -^^bSrPl*i-5RE*^J«, ttflE^^n^r- 

[0014] Jfc*5, -7^077-^14, &&m&ttZ&&&K&*Mmifo<DZk&W\ MX. 
fi, aSjfett-v^ti^T^- v^free macrophage), ifiL^^-^ (blood monocyte) , BM^:? 
xi~7f — i? (alveolar macrophage), KE"7^p77 — i? (peritoneal macrophage), 2& 
&%$$Llfa'% L BSr??t 1 7T^-^ (inflammatory granuloma macrophage), ^^tt^^o^ 7 
T—i? (fixed macrophage) , ^y^— Mtifa. «^^#^^<Z)/JnP*0J^ (microglia cell) , 

&&£Wl//<&fflmz&&&M\*lsX^Zffim£^?v7T—i? (dendritic 
macrophage), jfoW^J^fflJiS (adventitial cell), ffMW^^^MJ^^Jl^WMffl^-v 
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^077 — ^(meningeal and perivascular macrophage) & if tif*$b'&o 




(i) 



[0016] 5£<K R 1 «7K^m^*fcf*C2— 4(DT/^y-T/^-efe«9, T/l^y^H^LTW: 

[0017] R 2 teTiE<D5£(A)a^(G)(Z>V ^*bd>-«$tb«S-tf*>*o 
Hfc6] 




O OH OMe O 

(A) (B) (C) (D) 




(E) (F) (G) 



[0018] 5£cK R 3 f2Cl— 4(DTsV3r/vmX'&> , 0 , 7/V*A'&b\*X\Z^ ^^;H, ^fvV-S. 
[0019] mfgS^^«(±)-DHM2EQ (TIEO^(la)) £fcte(±)-DHM3EQ (T 
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Mb8] 




[0020] ^mm^m^wmru/v^—^m^Bmmit. rm^-^iDxm^ti^t 

o 

Wb9] 

o 

[0021] R 1 «7K^i^ J F-^«C2— 4(DT^M^mXh l 0, T /Vf] M fr&bLrXVZ 

[0022] R 2 teTSE<D5£(A)y6^(G)OV ^T*l^T^£;ft^-e&£ 0 
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Hfcio] 




(A) (B) (C) (D) 




(E) (F) (G) 

[0023] 5£tf , R 3 i3Cl — 407M;Htfe!) , T/W^r/VS^t/T a^Vl'S, 

[0024] MIE>fb^^(±)-DHM2EQ (TlE<D5£(la)) £fcte(±)-DHM3EQ (T 

Mbii] 




Wbi2] 
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D 



(2) 



[0025] *mwiztfkz. mmfc<Dmmz£%ThK°-&m&<Dmm4k&&wirz>tiib<Dfe 

Mbi3] 



[0026] R 1 {*^K^M^^fc«C2-4(^T/^7^/VS-efc«9, T/^/^g^l/m 

[0027] R 2 {2T1E<7)5£(A)7^(G)<£>V >T*U&>-C^£;ft/5£"C?*>5o 




(1) 



O 
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(A) (B) (C) (D) 




(E) (F) (G) 

[0028] *W , R 3 teCl— 4<DT/V^r7^-efc«9 % T/^/HiLttt, *^Vl^ :n^vi^ 

[0029] £fc, ^flB-ffc^ tt(±)-DHM2EQ (TfBO^(la)) £fcte(±)-DHM3EQ (T 

Mbi5] 
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(2) 



[0030] m^^M.t<D^n^)y r v^ 

*mt*. 2003^8^ 6 0 tttfX»mmVfc 0 ^S#m2003-288280-^^X<5< 

[0031] (±)-DHM2EQ/5^ IFN- y RTfLPSiZ.£oXfefe4k£thtz^?v7T— 9 S 

S^RAW264.7|fflJiaONO0^«I^J-r^^Jm^i-|l|-efc ; 5o 
[0032] 02{3\ (±)-DHM2EQ^ > IFN- y RXfLPSK&oXfemk&thtc^fvyT— i? 

[0033] |23te, (±)-DHM2EQ^ N LPS^io-C^^b^^c^^n^T— 

RAW264.7*HJi^<DiNOS^m^f&Ji-6^Jm^i-E|-efe ; 5o 
[0034] 04}*, (±)-DHM2EQ^ LPSf^toTMtt'fb^tvfc^ci^T— v^^fc 

RAW264.7ftBS&tf>IL-l 0 a^^^J-TS^^i-El-efcSo 
[0035] 05te\ (±)-DHM2EQ#5. LPS\Z£<>Xffi&4k£ntc^r?v7T—i?&& 

RAW264.7*HJ^OIL-6S^^WJ$lJi-§^im^-ri2l-efe ; 5o 
[0036] EI6«, (±)-DHM2EQ#^ IL-1 $ iCX^mmt^titc^^T— 

RAW264.7#HJ§&OTNF- a m£.Z#im-tZ>%}^&*<1rmXfoZ> 0 
[0037] IH7^, (±)-DHM2EQ^ > IFN- y RXfLPSiC XoXfemtZtLtl^fv^T— ^ 

& 5KJ774. l*BJ§aONO^^^?|]$lJi-6^im^-rill-efc^o 
[0038] 08(2, (±)-DHM2EQ^ LPSXmm\^tcYlAW264.7mti&te$5lfZ>COX-2<Dm$L 

[0039] g|9{*, (±)-DHM2EQ^, LPS^^ioT^^b^ttf'^^o^T— v^*^ 

RAW264.7*0JiS(^^:^cD^^^Ji-6^m^i-i2|-efeSo 
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[0040] m lOte. (±)-DHM2EQ^ > il-1 jS $lj$tf£ £oXm&4t£tltc^?n7T~ v 5 * 

[oo4i] ut, ±mftmzm^^f&Lttmm<Dmm<Di&m&. mmm&mf K&bm 
m\z.m.wirz> 0 mm^mmRx^mmmicm^M^m^-ia-i.j. sambrook, 

E. F. Fritsch & T. Maniatis (Ed.), Molecular cloning, a laboratory manual (3rd 
edition), Cold Spring Harbor Press, Cold Spring Harbor, New York (2001); F. M. 
Ausubel, R. Brent, R. E. Kingston, D. D. Moore, J.G. Seidman, J. A. Smith, K. 
Struhl (Ed.), Current Protocols in Molecular Biology, John Wiley & Sons Ltd.7££f <D 

[0042] fc*5, &$&m<D a #k mks rw^t^t^ &wmm<Dtmiz.£'9. 

mw(Dmmm.mz.mmftx\ ^mmm^m^m^. m*t£&m&mzmM& 
-cg&Ltn. mmmzt^xwbfrx&Zo 
[0043] v^jv^MW£¥<ommfo(om t mz.& , o. nmmm (mz.&. ^077-^, 

K.^ TNF-a , IL-1 ]3 , IL-1 a , IL~8 % IL-lOft^f) ^\ >^;*MV(MCP-1 % RANTES 

), iNos, cox^tea&m&tZo ztibnm&tt. ffimvMtfti&ftxhZLPsifim 
ifn-y *if©^n77- irmmw+texn* nf- k Btofefflt&frLxmmzti 

z>z.ttf%abtixy<^ 0 

[0044] ^X\ *»W#fer4, NF- k B<Dm&WB.WMXlbZ>(±)-'DttM2EQtf'?i?v7 
T—V<Dfemt&mmirZ><DXfet&^bmX-, LPS&lFlFN-y lZ£VMWl£fttc.t£ 
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M2EQfe^?v7T—i?<Dffi&4k<Dmm^foZiNOS(Dmm.. NOjg£, IL-1 $ <Dft 
m, TNF-a<Dfrm&m^V1to (±)-DHM2EQ/^ LPS-^IL-1 j8 iZXVmWt. 

iZLVtCo r5b~C(±)-DHM2EQ«, ^77- y^mW&Mftmtt-f^b 
^mh^t^fCo tot, (±)-DHM2EQ{2, ^n^r^-^tt^Pl^JirLT 

[0045] £^e>t\ ^nyr—^mmtiU^xm^n^m^^h^^mx.^ 

TNF- a , IL-1 0 , IL-1 a , IL-8, IL-10^if ) ^ ^iJ^O (MCP-1 , RANTES) % 
iNOS, COX-2&£? te. ivSTWV^-' T/pyxW^— #1-^ 

mediator) bt!:Z>Z.b&%lbtlX\,^ 0 tfcoT, ^n:7 T — ^<D^t!kfb£PlW1-<5(±) 

[0046] *fc, mflB^?m^, SMVK*. ^^*^^0#fJm^0^lc®H-f-St>(D 

&if#^ff £>;fr. eM7K*£LTte. #i|x.tf, HTLV-1 (human T-cell lymphotropic 
virus type 1) ,4>-7/^>~f ^XcM/l^ (HIV; Human 

Immunodeficiency Virus). ^/^^^/^(^tlX-ff , EB!M/K*(Epstein-Barr 
Virus)^*) . iMMytf n«M/K^ BMff^^-C/^, M^^^^ hh^/V^-fA- 
^ 3Pt!>/f;^, SARS(fij!m^t4l^^^^{^S¥; Severe Acute Respiratory 
Syndrome) Sm71<X RS^-Y/WX (Respiratory Syncytial Virus) „ ^^^^^/^(nipah 
virus) , CWftfeV-ifr^ Tr/W^, =r^^^w_^ / ^( 
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coxsackie virus) tZifffi^tfbth&o 
[0047] "7^077-^1*, iNOS^ioT, &mfa^Mmm(DNO&mtkirZ>Z.b&%abtlX 

v^„ ^ot, (±)-DHM2EQfi, mminoizx^xhtc^n^mm. M*.&. mm 

(ffe^^tf)x mmmK ^-fX Helicobacter pylori^ft^^^ Hfejfo.^ 9 

[oo48] tnf- a ^<D^m^4h^4>nm^mm(Dnmm^<D^t^mmv ( 

FASEB J. 15, 1169-80, 2001) „ x^^^CDuchenneM^tf^^hn^— (D 
mmz.t£Z>Z.t&%atbtlX\^ 0 tot> (±)-DHM2EQ{3\ ^077- i?<Dfe& 

[0049] (±)-DHM2EQ{*. #i|-e®#S*jfiL^^^^$tLi-#Yc^Ci77— 

(hemophagocyteJfcjfc») iz£Q&m£tb&&&X&Zlhmft'km&M ( 
hemophagocytic syndrome) ^\ m<D^^viy 7 —iyX^^^])T^(Dm^\^ 

•??T27t— ^(D^MH^htl^^B (proliferative enteropathy) f£t*fctt'LX^P5 

[0050] = = =-^(i)-e^ti^^^<^®iit7j}&= = = 

— ^^(D-e^^^^^f*. wipfo(D^}fe (Synthesis, 12#, 1549-561S, 

1995^) ^^c-c^iti-^-^^-et^o 
[0051] -ffl&iDxmzthZik&m^ mz.&, Tfao^/sxa^^s^v ^rtstit-rsr 

xm, r/^/^mtvxn, t^^m, ^^m, ^u^m, -^^misxxf^ti 
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Mbi7] 



(3) 




[0052] X@(a):N-(2-T/^y-r/V^-^v-^^-r^)-2, S-^Y^T^XO^U 

Mx.. mm. tk. mm*, ^-em&^u i&mk. mmmm. Rnm^mr^ 

[0053] X@(b):3-(0-T/V^y^/Vify^n^T5K)-4, 4-v ? T/^^v'-2, 
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ffi&Tt, -20-50^, &&L,<fe7k#iTT\ i?T±h*&3— F'O^Zs&tin*.* mm. 

-vmftvb&bRj&zitZo mmmmm, mm^^m*.. mm*, &&7kxm 

[0054] X@(c):5, 4-i^T^^-3-T^M/^V^^T^-2- 

znik-tztzjb^ mmrT-^yz/Kmrn^. p-v^^^v^m^Mx., mu.x 
*px., tk-c^i-^o &m^si-m&&m^xmbtitc^®%*9J*?v^y97 

-f — XtitWtl>X, iSX6)"?m£tlZ>5, 6-31^^-4, 4-v ? T/V='^r->'-3-T^y-^ 
[0055] Ig(d):5, 6-^tf*^-2-T/V% M;VW^xij/VTKY-2-*S?xi^tt^-l, 

&bm.fo£tto Rj&mimmmx.^ mm^/^ti^uax., fcxffifru mm 
m&mmistc^ mbfrfzmm&**s—/>xm&^x#:(7)xm£ti%>5, 

is-2-Tsls#M/^V ^o^/WT^K-2-i >s?xi^ttl/-l , 4-v ? ;*->'/^# W5 C 
[0056] lS(e):5, 6-^^-4-W^^>-3-T/^M/^V^^/UT^-2-iy^vi 

&tf)<Dfc&V!l&. ffl&W%.&* *9J—>V^ x.#/—;V, THFfcif) fc»S»U -7 

8-5o<c, 0*L<f*7fc^r-e, mjtmmxM, ^mit^m-i-WJ^^^Mx. 
T££j&£it5o Rj&m^mmmx.^ mm^^ mt^^^ti^ax.. mm 
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* 7kx~mik.mfru mmm*mm. m&mmvx, **s~-/vxmm. mw. 

[0057] Ii(f):3, 3-i?T;ls=i3ri/-4, 5-^^-6-Mh^^>-2-T^M^V^ 
[0058] X3g(g):5, 6-^^-4-^vi^-2-T/^M/^V^4^r^V-2--y^ 

mx., Tkxmftu m-mm&m.®ku u&mm\^x, mm^x, nmns, e-^df 

&X%Z> 0 

[0059] ^:(3)<Do-T/^y^/v^y^ci-r/WN^K^b-c, o-Tir^/nJ-y^n^vv 
?vvh*&m\<\ j:mb)Km^x^)<Dfc&MzmM£^:z>f%mki,x, 

m^Z>Z.bK£9. (±)— DHM2EQ (5£(la))&tK±)-DHM3EQ (5$(lb)) £§^-T 

[0060] = = ^(2)xm^n^t^(Dmu= = = 

#:mW#bfe, (±)-DHM2EQj;«9(-)-DHM2EQ(D^^J;t9^^NF- 

K B<D&mkmmi¥m&^irz>zb&&ML,x^z> 0 ^ot, c-)-dhm2eq^(±) 
-DHM2EQ«t v)m*iti^?v7T-i?mmtmm{Em zm-Tzt^z-btiZo 

kfab, (±y-DUM2EQX^^tiy 7 -^mtmm^(Dm ^(-)-DHM2EQ 
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&<Dmfflkvx£vmmx&z>tnx.btiz>o &tz. (-)-dhm2eq«, (±>-dhm2 

EQXVMfrm ft'pti:\ ^thM&X%Z> 0 SI T(— )— DHM2EQ (5£(2)) OfM-oV > 
[0061] £X2)Xm&tlZlk&m*. Tf£<DRfcm&1-£5K^ (±)-DHM2EQ(^(la)) 

Mit^m^m^mir^t^xo^xm^iri^^m «-)-dhm2eq) £#s 

Z.btfX%Z> (Bioorg. Med. Chem. Lett. 10, 865-869, 2000) 0 &*5 % 5£(13)-e^£tL 
^^^t>JilS^N#^^g|i-S^^^J:«9^(14)^^n5^^((+)-DHM 

2eq) zmz^tb -*smx»hz> 0 

Wbl8] 
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(-)-DHM2EO (+)-DHM2EQ 



[0062] M2)X*m^Mit^m ((±)~ DHM2EQ) — fl$5£(15) 

Wbl9] 




(15) 
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[0063] xm^n^mxmm^ntc^m^mm^^^-bmm^m^m^ti-^m 

£U3rffl V >T(-)-DHM2EQ (Dffc<£>DHM2EQ) £(+)— DHM2EQ (L#-DHM2E 

[0064] ^(D^mnx^t-mmfct^x^ -mMx^^m.^ (-r\ -r\ - 
yyjifii, mmm^. $kmm^, xxpavmmtt^xtbz 

o 

[0065] mm(±)-mM2KQ(D^^mn, -^(i5)xm^^xmm^ntc 

y J*. Wz.lt. DAICEL CHIRALPAK AD (10 mm i.d. x 250 mnOSrfflV^ci^ii^ft:^ 

[0066] ^Oj;5^LT#fetv/c(-)-DHM2EQJ5.tI ? (+)-DHM2EQ^, ^tl^foOMJt 
g&JASCO DIP-360^^H-T'S"J^«rt^J:«9, Tt^MS^^ttli-Sr^^^S 
((-)-DHM2EQ«[af -241° (cO.l MeOH)Tfc^ (+hDHM2EQ|j:[a] 20 

D D 

+239° (cO.l MeOH)-e&5 0 ) c 

[0067] ^mm^^tvyr-vfemmmmte. rm(D-^(i)xm^n^t^-m 

&k(D-et>J;V^ m*ttk&M&, (±)-DHM2EQ^>(±)-DHM3EQ-efc5i^^ 
0£lX, (-)-DHM2EQT*fc3^;W^0*LV\ > fc*5 % #3£PJ!^#v5 % Jg^fk 

UK mm4k&m$. (±)~DHM2EQ^(±)-DHM3EQ^&5^riW£LC (-)- 
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Dffc20] 




(1) 



[oo69] R 2 ^Tiao^(A)y5^(G)ov ^irtifrx*m&ftz>mx»&z> 0 

Wb2i] 




R 3 0 OR 3 



(A) (B) (C) (D) 




CE) (F) (G) 



[0070] R 3 kiCl— 4<DT;^;HT?fc^ T/v^SirbT^, p^/Hk a^vi^ 

[0071] £fc, (C#^^^ci^ T — ^tt^PfiW^JJ*. (+)-DHM2EQ^-^W^i a 



WO 2005/013966 



20 



PCT/JP2004/011260 



[oo72] wr. ^mm(DmmmK^^xmmK^^ 0 
[0073] immmii 

< (±)-DHM2EQ{£ J;^-^^n7r— v ? S^RAW264.7|0J!a^)NOS^ffi]^J > 

^^^(D^^lJ^^fflVNT, LPS. lFN-y&WmVtcl$<7)NOm£.Ktt-tZ>(±)-V 
HM2EQ<Dj^#£$!ftUto 

[0074] m^titcNO}^ mjfaft^mzn. it^^^t^-eNo v^^&o 

2 

570 

570 

[0075] RAW264.7>»K::feV ^te, LPStlFN- y £?^Di-5£(±)-DHM2EQ*Q ; 3S&L 
-e=3Vhn— /K^it^TS^^ONO^^OJi^^^^fCo ^LT, (±)-DHM2 

M g/ml(D(±)-DHM2EQ^i:o-C, NOjg^tef^^hn— s^l'^<MZ$X*#}ffl& 

tlt'o 

[0076] [Hlg^ife] 

HCostar: Acton, MA)^4X 10 5 »/mU;ifMLfc$BJMMe£r 
200/zH*of|£\ dCKC, 0, K 3, 10/xg/m»C^r^L/c(±)-DHM2EQ^^PU 37 
5% CO <D4ki*X2mmi%mmz\FN-y (ft^^l00ng/ml)S.U?LPS(ft^m 

2 

S10m g/ml)£»lU ^(Ommm^mWCo Ci::i£Griessf*|j££l00 J L i lgfetoU 
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[0077] imi&mz] 

tift, LPS, IFN- y &ffim^tcm<D^?v7T—^&teRAW264JMm<DNOm%i<D( 
±)--DHM2EQfc£Z>mm&in situX~WL^1rZ>tcm^ DAF-2DA (diamino 
fluorescein-2 diacetate;^— *BJ&rt©NO&iitgaR£Ufco 

[0078] LPS, IFN- y va^hia— /V (A) fCjfc^, LPS, IFN- 7 £»1U (±)~D 

HM2EQ?r^PL^V^^>(B)^, »IJSrtt'NOl4^i| §&Ufa&^ LPS, IFN- 7 £ 
^Pb, 10 m g/ml(D(±)-DHM2EQ§r^PLfct>^> (C) {3, a^Ha— 

[0079] [^Hfc^] 

£TRAW 264J^IS^6X 10 5 »/mlCO^S-C500^ l-f O^^/^— JX^KtCl^ 
37T:, 5% CO <£>#;#~ei B R9*£3I^, (±)-DHM2EQ£r»lU 2B#f?QJ«UL 

2 

o IFN-y (^^^100ng/ml)^LPS(«:^itSlOMg/nil)^^Pb-C6^ 

ffltgmU ^^^DAF^DA^^p^^cPBSCy^^^jSg/l NaCl, 0.2g/l 
KC1, 0.916g/l Na HPO , 0.2g/l KH PO )K&tfcU £blZ2t%JffiMmUt&. 3t3fe® 

2 4 2 4 

[0080] [^Jfe^3] 

<(±)-DHM2EQ(Cj;^-^^f7T— v J S5l$RAW264.7^J^-e(OiNOS^im^W]^J 
> 

IKMl&t^U^, (±)— DHM2EQ# S , ^4>(b£;ft,fcP^W264.7»ONOm 
£&#ffiflt-3£fcfl3W£>a>iafcofco «rt-eNO«^iNOS^j;oT^C^fe, r. 
O^^JdSiNOSOl^mWJ^iS^^^d^ll^fc^^, IH3^1-<i:5f-, (±)~ 
DHM2EQ«^MSmS^#^(-iNOS(D^^«l$lJi-^i^^^^^^ofc 0 
[0081] BOfe*2fe] 

T£T 100mm dish^4X 10 5 »/ml^^^5(-*HJ^^t, — ft^S 
0,1,3,10 m g/ml^?>a:5l-(±)-DHM2EQ^»U 2H#|ig&teLPS(ftJfc*&10 
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, Mltbfclysis buffer (50mM Tris-HCl:pH 8.0, 1% NP-40, 20mM EDTA, lOOmM 
NaVO , O.lmg/ml n^^f^, ImM PMSF) 65 n \XWflfe&W&\Jtz. 0 ^VX, 

4 

cellulose membrane fOfg^bfc^ feuNOS^ft: (Santa Cruz) b&J&£"&, JRWCfcy 
v^^^frabbit IgG^(Amarsham)i:MiS$^c 0 ^Ot, EC\M^m^K>^^ 

[0082] [^Jfe^!|4] 

<(±)-DHM2EQ^J;§-^^n>'T^-^S^RAW264.7^B^^^>IL-l j3 frW><D#l 

m> 

mzA±)-DHM2EQlZ£<>X?£mk&tltl-*?ti7T~- v ? S^RAW264.7^{- 
&il?Z>%\<D-^?v~7T— ^^it<D^r— jj— X&ZlL-l 0 <DfrWfctt~$- 3(±)-DH 
M2EQ(Dff^^fc 0 ^<£>^jH, MC^-f^t^ (±)-DHM2EQte^r<D*n ! 3S 

[0083] 

48^a:/V7 P lx~l>^RAW264.7^aJ3a^4X 10 5 J(M/mltf>}i,g-e500 ju lfoft, 37 
^1 P Iffl^Ufco ^<Z>iL (±)-DHM2EQ(ft^^l, 3, 10/z g/ml)£»L 
T2B#Ftg^W^ LPS(^^10Mg/ml)^^PL-C24^^*"J#b^ o jfclJ^iL 
»tf>±fjf£:500 jHTodUfcU 15000rpm-e2^ra»^b. ^ttHr5>Sr^L-C 

[0084] IL-1 ]3 C05>^4^mouse IL-1 # ELISA assay kit (R&D Systems ; Minneapolis, 

U.S.)£rfflV^p-<fc„ mouse IL-1 /3 ^^^y^n~^/l^te)/^fc^C#>@ 
^b$tb-CV^96e7^/W-r^n^lx-h^j^ffl^^50M ffifcbllU ra^_L!E 

4oo M i?rAti^ ±m&m\m3su ^h^-^-^^Ktctc^onx±m^:^ 

Km3s~r%b\<^mVE&mMl'tc 0 HRP (horse radish peroxydase) MWiZfoti 
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mouse IL-1 j3 2&^flc£l^/Vfcfc«n00M MUX-. ^hiZ.2mm^UX^^^— 

450nm^jo(tSOD'fit^S!J^UfCo -^rtf^ mouse IL-1 j3 ELISA assay kitfd#«(D 
mouse IL-1 0 standard^ V ^f^^Lf^*||(C J;«9 , IL-1 0 <D$t^£r^tijUh 0 
[0085] [Hig#|5] 

<(±)-DHM2EQ^i5^a^ T — ^i^RAW264.7^^^(OIL-6^»W]$lJ 

> 

-efc^IL-6(Z)^^ic:*j-f-5(±)-DHM2EQ(Z)J^#^IL-6 ELISA assay kit 
(Techne; Minneapolis, U.S.) ^rffiV^"Cmte^i|4CC>^^^'fe^Piil^||^<fCo ft**. 
LPS(ft^^l0jug/ml){^ t t5RAW264.7*fflJ!a(D»f*24NFra-e ; rTo^:„ ^ 
*^^IL-6 ELISA assay kiU£#Jl<DIL-6 standarddJ^ffrlfcUfco ^O^^:, EI5 

[0086] zmrnmei 

<IL-1 0 mmz£Qf£&4k£*lt^?V7T— v ? S5f5RAW264.7*BJ9S/6^0TNF-a 

IL-1 ]8*lJ^^«J:t)^>fk$tbfc^^n7r~^S5feRAW264.7^1ia^feit5 
glJ(D-^^ti^T— ^Hfrfb^— "Cfe^TNF- a (D^^^*J"«(±)-DHM2EQ 
<Dj^#^»!|5(D||!^^t[ll#^P^C 0 &£5, ^IfelfeW-^-Cte, LPStf) 
ft^«9^IL-l 0 (ft^^l0ng/ml)-CRAW264.7iBJia^6NFK*lJ^b/c o ^O&fM, 

[0087] [^Jfe^J7] 
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(±)-DHM2EQ^JS#L-C=^p— ;l/(TObM*U fcJt^T1.5 

^^W^Ji-^Cli^^^^ofCo 10 m g/ml©(±)-DHM2EQ-e^>'hn~/H/^/V* 
^NOS£/Wffi«£;nrCV^Co ^£5^ (±)-DHM2EQ<^Ji&^:}3tt5NOjg£ 

[0088] [Hii£#!|8] 

< (±)-r>HM2EQK£Z>COX-2(D$&mRg%}%z > 

Nature medicine 10, 411-415, 2004) 0 ^X, (±)-DHM2EQ£rfflV^£(;i«i:«9> 
•7^P77- ^©Sttft^PlSL, COX-2<D^^5rfflJ^J-e#^OTii^V ^<k#X., 
LPSiflJ^Cj^Mfc^fc-^n^r— ^S^RAW264.7«^*5^COX-2(D0 
£^#1-3(±HDHM2EQ<7)J£#£^/c 0 ^<Dffi^ mS^-TX^ (±)~D 
HM2EQf^O^^#^^COX-2(D^fe^ffll^|-r^i:^M^^^ofCo 

ifaa»e>, c ± )— dhm 2eq fi » ^^T—^<Dmmt\^Wox^mmm^ri^ 
mmx~ibz>kmx.btiZo 

[0089] BOfc^Sfc] 

DMEMigifeOAofclOO mm dish (Coaster:Acton, MA)(iIRAW264.7$BJ!&£:4X 10 6 

mm/tishbti:Z>£5fcm%. 5% CO , 37 c C-e-gfci^Uh 0 ^cd^L (±)-dhm2EQ 

2 

(s#t-«m, 3, iong/mi)&mimvx2i&mmmu ips(MmmmoiMg/ms>^ma 

L,X24B$fflfflffltl,tc 0 *:<D'&, MSfa&mfc^ lysis buffer (50mM Tris-HCl: pH 8.0, 
1% NP-40, 20mM EDTA, lOOmM NaVO O.lmg/ml V^Zf^, ImM PMSF)65/zl 

4, 

XWmU SDS-PAGE^=frofCo 
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[0090] pvDFm*m\^xv^?i/'7uy^i/tf%fT^ti 0 —ftffim&t 

COX-2$m (Santa CruzIM : 300ffiF*3R) SrJB V \ — #&#ttn^^IgG#;#: ( 
Santa CruzttlH:30O0fgF4iHR)Sr^V\ ^tfjteECL (Enhanced Chemiluminescence) 

[0091] 

<(±)-DHM2EQtCj;5^n^r— 2?©fcftUBMF3&*> 
^n77-^tt, *BM8feK:liib-C, ^*»»fcbT, JttHSXtt-t©— $PS:5i*)3i 

$&«3riS5o w©B)E©lllfcSr«l*)3itff^ffitt*A (phagocytosis) fcV\bft % v^n77 
— StofiH&ffrDjgStefcSo -t^TN LPSXtelL-1 3 *l*K:j;9|gtt^$tufc^n7 

±)-DHM2EQ<Djg*£rfi'<fco H9Ul***t\fc5K:* ^?*7r— S^S3fcRAW264.7 
«^^^J®0(E.Coli)<D^«, LPS^^i^^^^/L^bfc^, (±)-DHM 

tmbfrlZftotCo 10jug/ml©(±)-DHM2EQ-T*^f«!!3ffibfeli^tJ:tt. LPS 

^(±)-DHM2EQ-e*nfaLTV V<£V >=t^hn— /V£ITO^*^^f1MB2:#lfii!|-r5 
iW5j5^ofc„ miCM^I-J;^ IL-1 J3 $ iJ^(^J;oT^tt>fb$^^n7 
T—i?&MRAW264:JMmzttl'Xh. 10 n g/ml<D(±)-DHM2EQX*ffi%l t mirZ>Z. 
kK£>9, IL-1 0 J ^(±)-DHM2EQ-t?M3®L-CV^ e CV>=i>'hci— /k^jllg^T^JIi 
0 (E.Coli) ©Jt^fflS^IrtW^S^^W WMUJfcofc. 

[0092] [mrnxm 

RAW 264.7^JiS^4X 10 5 |fflj}a/nil(D^^-e500M l-fo^-Y^^—^-rK^^t, 

— mmm&. (±)-dhm2eqst»l, 2^F^^^.-<-hL^ 0 -r^^^<— h# 
, Lpsimmmm 1 ^ g/mi)&i»LTio#iia^^^--hu pbs 750 m 1-020* 

#bfc 0 -£©^> PBS£|&icU m&lZ&ytMmJzMW (Molecular probes, U.S.)© 
^(&3^NtfdMf lmg^5ml©PBS-e#^Lfc^)^250jul-fo^P^. x 

mMmmx-^*^— hut, '>f^r3.-<— pbs 750 ^ rama^u 

^S.Tmffi^®^-t*^n7T-^ft ^RAW264.7*Bia<D^|gSrfS-</Co £ 
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fc, IL-1 j3 &m^tdmmblZ&^XmJ>S<Dftt>mUL-l j3 (*^SlOng/ml)^ 

[0093] ^spj^j:*^ Mm^j^xtet^mffifc^ffimzmmirzmB^ rww 
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[3] mmt^&T&to^Kjbzzb&mkt'rzm&m KmmwmMo 

MM 




(2) 



[ 4 ] ^n^r-^fDrnmhimm-r^m^m. m*ttt±tM+zzt&mkk 
[io] m^mmmvmru7^--^mmx^^t^wmt-r^m^m4{zmm(Dmm 

Mo 

[12] SlrlE-^^n^r-^o^^^^ ifn- y , ^.u?il-i j3 frhtt?;v—-7 
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[15] mm^m>rm<D^(2)x^^t^mtir^mMm3{zmm(Dmmmmm 




(2) 



[i6] rm(D-^(i)xm^ti^^^tz^<Dmm^mm^^m^^0. 
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[19] rm<D~^a)x-m^fi^^m^ta^(Dmm^mm^ti^M^m^ 

Mtl3] 




(D 



(5Sf , R 1 ^7K^M^*fc{*C2— 4(DT/V^y-f/^T^«9, R 2 teTfB<£>3£(A)^£> 




(A) (B) (C) (D) 




(E) (F) (G) 

[20] mm^m^rm^aamtci^awx-h^t^mti-^m^mi^mm 

Wtl5] 
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